(immunoblasts) and a marked infiltration of plasma cells were demonstrated in biopsied lymph nodes.
The mechanism of the association of latent au toimmune hemolytic syndrome with basic diseases was discussed. Red blood cell counts, hemoglobin contents, reticulocyte counts and myelograms were determined on patients with latent autoimmune hemolytic syndrome. Osmotic fragility of red blood cells and erythrokinetics were studied on several patients with the same syndrome.
Immunological abnormalities were studied on patients with latent autoimmune hemolytic syndrome. Antinuclear, anti-thyroid and anti-stomach auto-antibodies were examined by the immunofluorescence method. Autoimmune complement fixation tests (AICF) was performed using liver homogenates of rats as antigens. Anti-platelets antibodies were measured by complement fixation test. Anti-leukocyte antibodies5, 6were examined by leukoagglutination test. Rheumatoid factors were measured by Waaler-Rose reaction and RA-test. Lymph node biopsy was performed on several patients with latent autoimmune hemolytic syndrome. Table 1. 2) Antibody type, immunoglobulin class and light chain type of antierythrocyte auto antibodies (Table 2) The indirect anti-globulin test was performed on serum of 23 patients with positive direct anti-globulin test. It was positive in 14 out of 23 patients.
The antibody type of anti-erythrocyte autoantibodies was studied on serum of 13 patients with positive indirect antiglobulin test . All patients demonstrated warm type anti-erythrocyte autoantibodies . Intermediate type autoantibodies were demonstrated in 12 out of 13 patients and y-globulin type autoantibodies in a patient.
Immunoglobulin classes were determined with eluates from red blood cells of 13 patients with latent autoimmune hemolytic syndrome by the indirect Coombs 3) Hematologic examinations on patients with latent autoimmune hemolytic syndrome Hemoglobin contents averaged 11.5 g/100ml, ranging from 62.g/100ml to 15 g/ 100ml, as shown in Fig. 1 . Red blood cell counts averaged 343x 104/cmm. Color indices in 22 patients were within normal limits. Two patients gave hypochromic color indices and two hyperchromic. Lymphocyte counts were measured on patients with latent autoimmune hemolytic syndrome. Lymphocytosis above 3,000/cmm was found in only 9 % of patients. However, an increase of large lymphocytes was demonstrated in 67% of patients (Table 5) .
The lymph nodes biopsy was performed on three patients with mesenchymal disease and five patients with chronic infections and hypersensitivity disease. Histological examination of biopsied lymph nodes demonstrated a marked hyperplasia of germinal centers associated with proliferation of reticulum cells and lymphogonias (immunoblasts). Plasma cell infiltration was also evident. 
COMMENTS
The direct anti-globulin test was performed at random on 310 hospitalized patients with various diseases. Thirty three patients gave a positive anti-globulin test without any evidence of manifest autoimmune hemolytic anemia.
All the patients had some basic diseases. Therefore, it is evident that these patients were associated with symptomatic latent autoimmune hemolytic syndrome. The basic diseases of these patients associated with latent autoimmune hemolytic syndrome were autoimmune diseases such as systemic lupus erythematosus (SLE), myasthenia gravis, dermatomyositis, Hashimoto's disease, chronic infections, hyper sensitivity disease, mesenchymal disease, pulmonary silicosis with tuberculosis, leukemia, stomach cancer, Hodgkin's disease and others.
The indirect anti-globulin test was positive in 14 out of 23 patients with the positive direct anti-globulin test. All the anti-erythrocyte autoantibodies were warm type.
The intermediate type autoantibodies were demonstrated in 12 out of 13 patients.
Only one patient showed y-globulin type autoantibodies. All the anti erythrocyte autoantibodies were IgG. Light chain type of antierythrocyte auto antibodies was as follows: k type, 2 cases; . type, 5 cases; and k+X type, one case. This distribution pattern of light chain type of anti-erythrocyte autoantibodies was similar to that in Japanese patients' with autoimmune hemolytic anemia Most of patients with latent autoimmune hemolytic syndrome demonstrated a slight normochromic anemia and a slight reticulocytosis. They showed a slight increase of plasma iron turnover rate and red blood cell iron turnover rate. How ever, both the shortening of red blood cell life span and an increase of hemolytic index were too slight to attribute anemia of these patients to hemolysis.
It seems likely that anemia in these patients might be a secondary one due to patients' basic diseases.
Patients associated with latent autoimmune hemolytic syndrome demonstrated the coexistence of various autoantibodies, indicating immunological abnormalities in their immunocyte system.
The latent autoimmune hemolytic syndrome in patients with autoimmune diseases such as SLE, myasthenia gravis, dermatomyositis and Hashimoto's disease may be probably due to the coproduction of anti-erythrocyte autoantibodies.
Kuroyanagi et al. 8 have reported an increase of peripheral large lymphocytes in patients with autoimmune diseases such as SLE and myasthenia gravis, pointing out a close relationship between the increase of large lymphocytes and the hyper plasia of germinal centers in lymphatic tissues. Generally speaking, there is a marked germinal center hyperplasia associated with proliferations of reticulum cells and lymphogonias9 (immunoblastsl°) in patients with autoimmune diseases), suggesting that such changes in lymphatic tissues might reflect autoantibody production . Patients associated with latent autoimmune hemolytic syndrome demonstrated a marked increase of peripheral large lymphocytes. The histological examination of biopsied lymph nodes of latent autoimmune hemolytic syndrome patients who were associated with mesenchymal disease, chronic infections and hypersensitivity disease, demonstrated a marked hyperplasia of germinal centers associated with proliferations of reticulum cells and lymphogonias (immunoblasts) and a marked increase of plasma cells. These results suggest that the association of latent autoimmune hemolytic syndrome in these patients is probably due to immuno logical aberrations of their immunocyte system. Kamijima11 has reported that patients with pulmonary silicosis demonstrate frequently the occurrence of autoimmunity, by immunological aberrations due to the adjuvant-like effect of silicosis on the immunocyte system. The association of latent autoimmune hemolytic syndrome with pulmonary silicosis associated with tuberculosis seems likely to be induced by immunological aberration. The association of latent autoimmune hemolytic syndrome with Hodgkin's disease seems likely to be induced by the dysplasia of immunocyte system.
Kuroyanagi has reported the common antigenicity between normal human red blood cells and human leukemic cells. Anti-leukemic cell antibodies cross-react with normal leukocytes. It is well established that anti-leukocyte autoantibodies are frequently demonstrated in patients with leukemia . [13] [14] [15] [16] It is interesting that three leukemic patients demonstrated latent autoimmune hemolytic syndrome . These facts suggest that the positive direct antiglobulin test in these leukemic patients might be caused probably by the sensitization of their red blood cells with anti-leukemic cell autoantibodies.
It remains to be determined in future whether patients associated with latent autoimmune hemolytic anemia might develop manifest signs and symptoms of autoimmune hemolytic anemia.
